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Abstract of JP2001 328979 

PROBLEM TO BE SOLVED: To provide a method for industrially producing an isoindolone derivative or its salt 
useful as a raw production material for a quinolone derivative represented by an excellent antimicrobial agent T- 
3811. SOLUTION: This method for producing an isoindolone derivative expressed by general formula [2] (wherein 
X expresses H or a halogen; R1 expresses an alkyl; R4 expresses H, an amino protecting group, a (substituted) 
alkyl or a (substituted) alkenyl) or its salt is to react a phenylalkylamine derivative [1] with carbon monoxide in one 
step or multistep in the presence of a metal compound and is useful for industrially producing the isoindolone 
derivative or its salt. 



Data supplied from the esp@cenet database - Worldwide 



http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=JP2001328979&F=0 



06/03/17 



JP,2001-328979,A [CLAIMS] 



Page 1 of 2 



* NOTICES * 

CTPO and NCIPX are not; responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 

CLAIMS 
[Claim(s)] 

[Claim General formula [** 1] 
x 




the manufacture approach of obtaining the iso in DORON derivative expressed with ";R1 shows an alkyl 
group and;R4 show a hydrogen atom, an amino protective group, the alkyl group that may be permuted, and 
the alkenyl radical which may be permuted for a hydrogen atom or a halogen atom in X among a formula, 
respectively", or its salt ~ setting — a general formula [** 2] 




i i r 




X and Rl have the same semantics as the above among a formula. ";R2 and R3 the same — or ~ differing — 
a hydrogen atom, an amino protective group, and the alkyl group that may be permuted — the monocycle 
type of 3 - 8 member or 2 ring type nitrogen-containing heterocycle type machine with which the saturation 
formed with the nitrogen atom which the alkylidene radical by which R2 and R3 may be permuted by 
becoming together, or R2 and R3 join together at the end mutually, and adjoins, or partial saturation may be 
permuted is shown, respectively. The iso in DORON derivative characterized by making a carbon monoxide 
react to the phenyl alkylamine derivative which is " and is expressed on a single step or a multistage story 
under existence of metallic compounds, or the manufacture approach of the salt. 

[Claim 2] The iso in DORON derivative according to claim 1 whose approach to which a carbon monoxide 
is made to react is the approach of of following (1), (2), or (3), or the manufacturing method of the salt. 

(1) General formula [** 3] 

R 2 

the general formula [** 4] characterized by making a carbon monoxide react to the phenyl alkylamine 
derivative expressed with "X, Rl , R2, and R3 have the same semantics as the above among a formula" 
under existence of an oxidizer or nonexistence further under existence of metallic compounds 

■•of 

manufacturing method [ of the iso in DORON derivative expressed with "Rl, R4, and X have the same 
semantics as the above among a formula", or its salt ]; 

(2) General formula [** 5] 

metallic compounds are reacted to the phenyl alkylamine derivative expressed with "X, Rl, R2, and R3 have 
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the same semantics as the above among a formula" — making — a general formula and [Formula 6] 




the general formula and [Formula 7] which obtain the metal complex expressed with "X, Rl, R2, and R3 
have the same semantics as the above, and;M shows among a formula the ASETATO radical by which;Y 
may be permuted in the metal atom, respectively", and are subsequently characterized by making a carbon 
monoxide react 




manufacturing method [ of the iso in DORON derivative expressed with "Rl , R4, and X have the same 
semantics as the above among a formula", or its salt ]; 
(3) General formula [** 8] 

a/, 

metallic compounds are reacted to the phenyl alkylamine derivative expressed with "X, Rl, R2, and R3 have 
the same semantics as the above among a formula" — making — a general formula and [Formula 9] 




the complex expressed with "X, Rl, R2, R3, and M have the same semantics as the above, and;Z shows 
among a formula a halogen atom or the ASETATO radical which may be permuted, respectively" is 
obtained, and, subsequently silver salt is reacted — making — a general formula and [Formula 10] 

R 1 




the general formula and [Formula 11] which obtain the metal complex expressed with "X, Rl, R2, R3, M, 
and Z have the same semantics as the above among a formula", and are characterized by subsequently 
making a carbon monoxide react 




the manufacturing method of the iso in DORON derivative expressed with "Rl, R4, and X have the same 
semantics as the above among a formula", or its salt. 



[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
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3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the manufacturing method of an iso in DORON derivative 
useful as a manufacture raw material of the quinolone derivative which is the outstanding antimicrobial 
agent indicated by the international public presentation WO 97/29102. 
[0002] 

[Description of the Prior Art] The compound and division which have a 1 -alkyl-5-iso indoline derivative 
among the quinolone derivatives indicated by the international public presentation WO 97/29102, the 
following compound named T-381 1 [** 12] 




COOH 



They are ** and the compound which was excellent as an antimicrobial agent. And in the international 
public presentation WO 99/21849, it is a degree type [** 13] as manufacture intermediate field of T-381 1. 

-6-BUROMO-3 -methyl - come out of and expressed (3R) — 2 and 3 — it is indicated that - dihydro-lH-iso 
indole- 1 -ON can be used. Conventionally, this 3-alkyl-6-halogeno iso in DORON derivative was 
manufactured by the approach of going via RICHIO-ization by RICHIO-ized agents, such as alkyl lithium 
or an aryl lithium, in a phenyl alkylamine derivative (JP,1 1-269 179, A). 
[0003] 

[Problem(s) to be Solved by the Invention] In the synthesis method of the conventional 3-alkyl-6-halogeno 
iso in DORON derivative, there were many the routing counters, 2 equivalence of RICHIO-ized agents, 
such as alkyl lithium for which a low-temperature reaction condition is further needed, or an aryl lithium, 
had to be used to the raw material, it is industrially disadvantageous and the more excellent manufacturing 
method was searched for. 
[0004] 

[Means for Solving the Problem] this invention person inquired wholeheartedly so that he may find out the 
manufacturing method which obtains a 3-alkyl-6-halogeno iso in DORON derivative simple. Consequently, 
a general formula [** 14] 




the manufacture approach of obtaining the iso in DORON derivative expressed with ";R1 shows an alkyl 
group and;R4 show a hydrogen atom, an amino protective group, the alkyl group that may be permuted, and 
the alkenyl radical which may be permuted for a hydrogen atom or a halogen atom in X among a formula, 
respectively", or its salt — setting — a general formula [** 15] 
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X and Rl have the same above semantics among a formula. ";R2 and R3 the same — or — differing — a 
hydrogen atom, an amino protective group, and the alkyl group that may be permuted — the monocycle type 
of 3 - 8 member or 2 ring type nitrogen-containing heterocycle type machine with which the saturation 
formed with the nitrogen atom which the alkylidene radical by which R2 and R3 may be permuted by 
becoming together, or R2 and R3 join together at the end mutually, and adjoins, or partial saturation may be 
permuted is shown, respectively. " — it came to complete a header and this invention for it being the 
industrial manufacturing method excellent in the manufacture approach of the iso in DORON derivative 
characterized by making a carbon monoxide react to the phenyl alkylamine derivative expressed on a single 
step or a multistage story under existence of metallic compounds, or its salt. 

[0005] Hereafter, this invention is explained to a detail. Unless it refuses especially in this specification, 
with a halogen atom A fluorine atom, a chlorine atom, a bromine atom, or an iodine atom with; alkyl group 
For example, methyl, ethyl, n-propyl, isopropyl, n-butyl, The shape of a straight chain, such as isobutyl, sec- 
butyl, tert-butyl, pentyl, hexyl, heptyl, and octyl, and branched chain-like CI -10 alkyl group with; low-grade 
alkyl group With; alkenyl radical, the shape of a straight chain, such as methyl, ethyl, n-propyl, isopropyl, n- 
butyl, isobutyl, sec-butyl, tert-butyl, and pentyl, and branched chain-like CI -5 alkyl group for example, for 
example With; low-grade alkenyl radical, the shape of a straight chain, such as vinyl, an allyl compound, 
isopropenyl, butenyl, pentenyl, hexenyl one, heptenyl, and OKUTENIRU, and a branched chain-like C2-10 
alkenyl radical for example The shape of a straight chain, such as vinyl, an allyl compound, isopropenyl, 
butenyl, and pentenyl, and a branched chain-like C2-5 alkenyl radical with; cycloalkyl radical C3-6 
cycloalkyl radicals, such as cyclo propyl, cyclo butyl, cyclopentyl, and cyclohexyl, for example, with; 
alkoxy group For example, methoxy and ethoxy **n-propoxy, isopropoxy, n-butoxy, iso butoxy, sec- 
butoxy, tert-butoxy, The CI -10 alkoxy group of the shape of the shape of a straight chain, such as pentyloxy 
one, hexyloxy one, heptyloxy, and octyloxy, and a branched chain with; lower alkoxy group For example, 
the shape of a straight chain and branched chain-like CI -5 alkoxy groups, such as methoxy and ethoxy **n- 
propoxy, isopropoxy, n-butoxy, iso butoxy, sec-butoxy, tert-butoxy, and pentyloxy one; 
[0006] With an alkanoloxy radical, for example, acetoxy, propanoyloxy, The shape of a straight chain, such 
as n-butanoyloxy and pivaloyloxy one, and a branched chain-like CI -10 alkanoloxy radical with; alkanoloxy 
alkyl group For example, acetoxy methyl, propanoyl oxymethyl, n-butanoyl oxymethyl, Pivaloyloxymethyl, 
1 -acetoxy ethyl, 1 -propanoyloxy ethyl, With; alkoxyalkyl group, the alkyl group permuted by the shape of a 
straight chain, such as 1 -n-butanoyloxy ethyl and 1 -pivaloyloxy ethyl, and the branched chain-like CI -10 
alkanoloxy radical for example Methoxymethyl, ethoxy methyl, n-propoxy methyl, isopropoxy methyl, n- 
butoxy methyl, iso butoxy methyl, sec-butoxy methyl, tert-butoxy methyl, pentyl oxymethyl, hexyl 
oxymethyl, Alkyl group permuted by the shape of a straight chain, such as heptyl oxymethyl, octyl 
oxymethyl, 1 -methoxy ethyl, 1 -ethoxyethyl, 1 -n-propoxy ethyl, 1 -isopropoxy ethyl, and 1 -n-butoxy ethyl, 
and branched chain-like CI -10 alkoxy group; 

[0007] N, N'-dimethyl ureido, N, N'-diethyl ureido and N, and N'-diisopropyl ureido in;N and an N'-dialkyl 
ureido alkyl group for example, [ radical / N and / N'-dialkyl ureido ] Alkyl group permuted by the - 
diisopropyl ureido methyl, and N'N, N'-dimethyl ureido ethyl and N, and N'N [, such as - diethyl ureido 
ethyl, ], N'-dialkyl ureido radical; [ - dimethyl ureido methyl, and N f N N'-diethyl ureido methyl, N, and ] 
[N,and] 

[0008] With an alkylidene radical, CI -10 alkylidene radicals, such as ethylidene, n-propylidene, and 
isopropylidene, with a; low-grade alkoxy carbonyl group For example, methoxycarbonyl, ethoxycarbonyl, 
n-propoxy carbonyl, Isopropoxy carbonyl, n-butoxycarbonyl, iso butoxycarbonyl, With; low-grade 
alkylamino radical, the shape of a straight chain, such as sec-butoxycarbonyl, tert-butoxycarbonyl, and 
pentyloxy carbonyl, and a branched chain-like CI -5 alkoxy-CO-radical for example Methylamino, 
ethylamino, propylamino, butylamino, pentylamino, ; aryl group is phenyl and a naphthyl group about the 
amino group permuted by the shape of a straight chain, such as dimethylamino, diethylamino, 
methylethylamino, dipropylamino, dibutylamino, and dipentyl amino, and branched chain-like CI -5 alkyl 
group.; 

[0009] With a nitrogen-containing heterocycle type machine, for example, aziridinyl, azetidinyl, pel 
hydroazepinyl, Perhydro azo SHINIRU, pyrrolyl, pyrrolidinyl, piperidyl, piperazinyl, Imidazolyl, pyrazolyl, 
pyridyl, pyrimidinyl, mol HORINIRU, Thio mol HORINIRU, quinolyl, dihydroquinolyl, dihydroiso 
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quinolyl, Kino RIJINIRU, tetrahydro kino RINIRU, tetrahydro iso kino RINIRU, Quinuclidinyl, thiazolyl, 
tetra-ZORIRU, thiadiazolyl, pylori nil, Imidazo RINIRU, imidazolidinyl, PIRAZORINIRU, 
PIRAZORIJINIRU, One or more nitrogen atoms are included as a different term atom which forms these 
rings, such as Puri Nils, indazolyl, and a TORIAJI nano nil radical. The heterocycle type machine of 3 
members which may contain one more or more oxygen atoms or sulfur atoms - 8 membered-ring, the 
condensed ring, or a bridge formation ring with; heterocycle type machine 4 members containing one or 
more different term atoms chosen from an oxygen atom, a nitrogen atom, and a sulfur atom as a different 
term atom which forms this ring, 5 members, six membered-rings, or those condensed rings — for example 
OKJSETANIRU, CHIETANIRU, azetidinyl, a furil, pyrrolyl, thienyl, Oxazolyl, iso oxazolyl, imidazolyl, 
thiazolyl, iso thiazolyl, Pyrrolidinyl, benzofuranyl one, benzothiazolyl, pyridyl, quinolyl, Pyrimidinyl, mol 
HORINIRU, morpholino, piperidino, piperazinyl, Pyrrolidinonyl, piperidino nil, hexahydro thoriadinyl, 
TORIAJI nano nil, dihydrokino nil, tetrahydro kino nil, and an imidazolidinyl radical with; metal atom 
Transition-metals atoms, such as palladium, platinum, cobalt, a ruthenium, a rhodium, and nickel, etc. are 
meant, respectively. 

[0010] As an amino protective group of the amino group and a low-grade alkylamino radical All the radicals 
that can be used as a protective group of the usual amino group are included. For example TORIKURORO 
ethoxycarbonyl, TORIBUROMO ethoxycarbonyl, benzyloxycarbonyl, p-nitro benzyloxycarbonyl, o- 
BUROMO benzyloxycarbonyl, Chloro acetyl, trifluoro acetyl, (Monod, G, tree) Phenylacetyl, the formyl, 
acetyl, benzoyl, tert-amyloxy carbonyl, tert-butoxycarbonyl, p-methoxybenzyloxy carbonyl, 3, 4-dimethoxy 
benzyloxycarbonyl, 4-(phenylazo) benzyloxycarbonyl, 2-furfuryl oxy-carbonyl, diphenyl methoxycarbonyl, 
1 and 1 -dimethyl propoxy carbonyl, isopropoxycarbonyl, Phthloyl, succinyl one, alanyl, leucyl, 1- 
adamantyloxy carbonyl, Acyl groups, such as 8-quinolyl oxy-carbonyl and pivaloyl; Benzyl, Diphenyl 
methyl And aralkyl radical [, such as trityl, ]; 2-nitro phenylthio And G low-grade alkylamino-low-grade 
alkylidene radicals, such as alkyl - [, such as aryl thio radical; methane sulfonyls, such as 2 and 4-dinitro 
phenylthio, and p-tosyl, ] or aryl-sulfonyl group;N, and N-dimethyl amino methylene; Benzylidene, Al, such 
as 2-hydroxy benzylidene, 2-hydroxy-5-chloro benzylidene, and 2-hydroxy-l-naphthyl methylene - 
Nitrogen-containing heterocycle type alkylidene radical; cyclohexylidene, such as low-grade alkylidene 
radical;3-hydroxy-4-pyridyl methylene, 2-ethoxycarbonyl cyclohexylidene, 2-ethoxycarbonyl cyclo cutting- 
pliers RIDEN, 2-acetyl cyclohexylidene and diaryl -, such as cyclo alkylidene radical; diphenyl phosphoryl, 
such as 3 and 3-dimethyl-5-oxy-cyclohexylidene, and dibenzyl phosphoryl, or JIARU - low-grade — alkyl 
phosphoryl group;5-methyl-2-oxo— 2H-1 ~ Oxygenated heterocycle type alkyl groups, such as 3-JIOKI 
SOL-4-IRU -methyl; 1, 3 -dimethyl - Permutation silyl radicals, such as nitrogen-containing heterocycle type 
machine [, such as 1, 3 and 5-TORIAJI nano nil, ]; and trimethylsilyl, etc. are mentioned. 
[001 1] As a carboxyl protective group, all the radicals that can be used as a protective group of the usual 
carboxyl group are included. For example Methyl, ethyl, propyl, isopropyl, 1, and 1 -dimethyl propyl, alkyl 
group [, such as butyl and tert-butyl, ]; — aryl group [, such as phenyl and naphthyl, ]; — benzyl — Aralkyl 
radicals, such as diphenyl methyl, trityl, p-nitrobenzyl, p-methoxybenzyl, and bis(p-methoxypheny) methyl; 
Acetyl methyl, Benzoyl methyl, p-nitrobenzo ylmethyl, p-bromobenzo ylmethyl halogeno-low-grade alkyl- 
group;2- and acyl -, such as p-methane sulfonyl benzoyl methyl, ~ low-grade — oxygenated heterocycle 
type machine [, such as alkyl group;2-tetrahydropyranyl and 2-tetrahydrofuranyl ]; — 2, 2, and 2- 
trichloroethyl etc. Low-grade alkyl silyl-low-grade alkyl groups, such as ethyl; Acetoxy methyl, 
(Trimethylsilyl) acyloxy such as propionyl oxymethyl and pivaloyloxymethyl, — low-grade — nitrogen- 
containing heterocycle type -, such as alkyl group; phthalimidomethyl and succinimide methyl, — low-grade 
— cycloalkyl radical [, such as alkyl group; cyclohexyl, ]; — methoxymethyl — Methoxyethoxymethyl And 
2- (Trimethylsilyl) low-grade alkoxy -, such as ethoxy methyl, — low-grade — Al-low-grade alkoxy -, such 
as alkyl group; benzyloxymethyl, — low-grade — low-grade alkylthio-low-grade alkyl group [, such as alkyl 
group; methyl thiomethyl and 2-methylthio ethyl ]; — Aryl thio-low-grade alkyl groups, such as phenyl 
thiomethyl; 1 and 1 -dimethyl -2 -propenyl, Low-grade alkenyl radical; and trimethylsilyl, such as 3-methyl-3- 
butenyl and an allyl compound, Permutation silyl radicals, such as triethyl silyl, triisopropyl silyl, diethyl 
isopropyl silyl, tert-butyldimethylsilyl, tert-butylphenylsilyl, diphenyl methyl silyl, and tert-butyl 
methoxypheny silyl, etc. are mentioned. 

[0012] As a hydroxyl protective group, all the radicals that can be used as a protective group of the usual 
hydroxyl are included. For example Benzyloxycarbonyl, 4-nitro benzyloxycarbonyl, 4-BUROMO 
benzyloxycarbonyl, 4-methoxybenzyloxy carbonyl, 3, 4-dimethoxy benzyloxycarbonyl, methoxycarbonyl, 
Ethoxycarbonyl, tert-butoxycarbonyl, 1, and 1 -dimethyl propoxy carbonyl, Isopropoxycarbonyl, isobutyloxy 
carbonyl, diphenyl methoxycarbonyl, 2, 2, and 2-TORIKURORO ethoxycarbonyl, 2 and 2, 2- 
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TORIBUROMO ethoxycarbonyl, 2-(trimethylsilyl) ethoxycarbonyl, 2-(phenyl sulfonyl) ethoxycarbonyl, 2- 
(triphenyl HOSUHONIO) ethoxycarbonyl, 2-furfuryl oxy-carbonyl, 1 -adamantyloxy carbonyl, 
vinyloxycarbonyl, allyloxy carbonyl, S-benzyl thiocarbonyl, 4-ethoxy-l-naphthyloxy carbonyl, 8-quinolyl 
oxy-carbonyl, acetyl, the formyl, chloro acetyl, Dichloro acetyl, trichloroacetyl, trifluoro acetyl, methoxy 
acetyl, Acyl groups, such as phenoxy acetyl, pivaloyl, and benzoyl; Methyl, permutations, such as tert-butyl, 
2 and 2, 2-trichloroethyl, and 2-trimethylsilyl ethyl, — low-grade — an alkyl group; allyl compound etc. is 
low-grade — alkenyl radical; benzyl — Aralkyl radicals, such as p-methoxybenzyl, 3, 4-dimethoxy benzyl, 
diphenyl methyl, and trityl; A tetrahydro furil, Oxygenated ****** sulfur-containing heterocycle type 
machines, such as tetrahydropyranyl and tetrahydro thio pyranyl; Methoxymethyl, Methyl thiomethyl, 
benzyloxymethyl, 2-methoxyethoxymethyl, 2, 2, and 2-TORIKURORO ethoxy methyl, 2-(trimethylsilyl) 
ethoxy methyl, Low-grade ARUZAKISHI - and low-grade alkylthio-low-grade alkyl groups, such as 1- 
ethoxyethyl and 1 -methyl- 1 -methoxy ethyl; Low-grade alkyl -, aryl-sulfonyl group;, and trimethylsilyl, such 
as a methane sulfonyl and p-tosyl, Permutation silyl radicals, such as triethyl silyl, triisopropyl silyl, diethyl 
isopropyl silyl, tert-butyldimethylsilyl, tert-butylphenylsilyl, diphenyl methyl silyl, and tert-butyl 
methoxypheny silyl, etc. are mentioned. 

[0013] The alkyl group of R2 and R3, the alkylidene radical to which R2 and R3 became together, and R2 
and R3 join together at the end mutually, the monocycle type of 3 - 8 member of the saturation formed with 
an adjoining nitrogen atom, or partial saturation, or 2 ring type nitrogen-containing heterocycle type 
machine; — the alkyl group of R4, and alkenyl radical; — ASETATO radical [ of Y ]; — as a substituent of 
the ASETATO radical of Z A halogen atom, a cyano group, the carboxyl group that may be protected, the 
hydroxyl which may be protected, The amino group which may be protected, the low-grade alkylamino 
radical which may be protected, A low-grade alkyl group, a lower alkoxy group, a low-grade alkoxy 
carbonyl group, An aryl group, a cycloalkyl radical, a low-grade alkenyl radical, an alkoxy group, The low- 
grade alkyl group permuted by the alkanoloxy radical, iso indolo nil radical, N, and N f -dialkyl ureido radical 
and the halogen atom may be mentioned, and each substituent of R2, R3, and R4 may be further permuted 
by these one or more radicals. 

[0014] Or it differs, in the manufacturing method of this invention, R2 and R3 are the same preferably — 
The alkylidene radical by which a hydrogen atom, a low-grade alkyl group, or R2 and R3 may be permuted 
by becoming together, or R2 and R3 join together at the end mutually. The monocycle type of 3 - 8 member 
or 2 ring type nitrogen-containing heterocycle type machine with which the saturation formed with an 
adjoining nitrogen atom or partial saturation may be permuted is mentioned. That R2 and R3 are the same or 
the alkylidene radical by which you may permute by differing and a methyl group, an ethyl group, and R2 
and R3 becoming together, and R2 and R3 join together at the end mutually still more preferably. The 
monocycle type of 3 - 8 member or 2 ring type nitrogen-containing heterocycle type machine with which the 
saturation formed with an adjoining nitrogen atom or partial saturation may be permuted is mentioned, and 
an N and N'-dialkyl TORIAJI nano nil radical is mentioned still more preferably. An N and N'-dimethyl 
TORIAJI nano nil radical is mentioned further much more preferably. Moreover, preferably, N and an N'- 
dialkyl ureido alkyl group are mentioned for R4 to a hydrogen atom, the low-grade alkyl which may be 
permuted, iso indolo nil, and an alkenyl radical list, and a methyl group, an ethyl group, an iso indolo nil 
methyl group, the alkenyl that may be permuted, alkoxy alkyl, an alkanoloxy alkyl group and N, and an N'- 
dialkyl ureido methyl group are mentioned still more preferably. Still more preferably, N and an N'-dialkyl 
ureido methyl group are mentioned and N and an N f -dimethyl ureido methyl group are mentioned further 
much more preferably. Moreover, palladium and platinum are mentioned for M and palladium is mentioned 
more preferably. Moreover, the ASETATO radical by which Y may be permuted by the halogen atom is 
mentioned preferably, the ASETATO radical which may be permuted by the fluorine atom is mentioned 
more preferably, and an ASETATO radical is mentioned still more preferably. Moreover, the ASETATO 
radical by which Z may be permuted by the halogen atom is mentioned preferably, the ASETATO radical 
which may be permuted by the fluorine atom is mentioned more preferably, and an ASETATO radical is 
mentioned still more preferably. 

[0015] Next, the manufacture approach of this invention is explained. In addition, it sets to explanation of 
the manufacturing method of this invention, and Ac is an acetyl group ;P h shows a phenyl group. 
[Manufacturing method 1 ] 
[Formula 1] 
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"Rl, R2, R3, R4, and X have the same semantics as the above among a formula." 

[0016] (1) The compound of a general formula [2], the compound of the process general formula [2] of the 
salt, or its salt can be manufactured by making the compound of a general formula [1], or its salt react to the 
bottom of existence of an oxidizer or nonexistence with a carbon monoxide under existence of metallic 
compounds. As a solvent used for this reaction, for a reaction, that what is necessary is just what is not bad 
influence ****** for example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; — 
halogenated hydrocarbon [, such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, 
such as 1 and 2-dimethoxyethane and dioxane; Benzene, Toluene And aromatic hydrocarbon [, such as a 
xylene, ]; Nitril, such as organic-acids [, such as an acetic acid and trifluoroacetic acid, ]; and an acetonitrile, 
is mentioned, sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, such as N.N-dimethylformamide, ]; — 
ester [, such as ethyl acetate, ]; — these solvents You may mix and use it. With the metallic compounds used 
for this reaction, palladium, platinum, cobalt, Transition-metals atoms, such as a ruthenium, a rhodium, and 
nickel, a formic acid, an acetic acid, A propionic acid, trifluoroacetic acid, butanoic acid, an isobutyric acid, 
a pivalic acid, a phenylacetic acid, Diphenylacetic acid, a triphenyl acetic acid, a benzoic acid, a 
hydroxybenzoic acid, Carboxylic-acid systems, such as a methyl benzoic acid, a dimethyl benzoic acid, and 
a trifluoro benzoic acid; A formic acid, An acetic acid, a propionic acid, butanoic acid, an isobutyric acid, a 
pivalic acid, a phenylacetic acid, diphenylacetic acid, A triphenyl acetic acid, a benzoic acid, a 
hydroxybenzoic acid, a methyl benzoic acid, The amide system drawn from carboxylic acids, such as a 
dimethyl benzoic acid and a trifluoro benzoic acid; Triphenyl phosphine, 1, such as phosphine system; 
acetyl, acetones, etc., such as a thoria RUKOKISHI phosphine which has a tree o-tolyl phosphine, the 
trialkylphosphine which has the alkyl group of carbon numbers 1 -6, and the alkyl group of carbon numbers 
1-6, 3-diketone system; A fluorine, chlorine, It is what consists of anions guided from ligands, such as a 
carbon monoxide, and them. Halogen systems, such as a bromine and iodine; for example Pd 2 PdC12, Pd 
(OAc) 4 PdC12 (PPh3) (PPh3) two - Li - two - PdCl - four - Na - two - PdCl - four - Pd (OCOCF3) - 
two - Pd - [- CH - three - COCH=C (O-) - CH - three --] - two - PtCl - two - Co - two - (-- CO --) 
- eight - [-- Rh (OAc) - two -] - two - RhCl (PPh3) - three - Ru - three - (-- CO --) - 12 - etc. - 
mentioning - having - Pd (OAc)2, Pd (OCOCF3)2, PdC12, Co2(CO) 8, [Rh(OAc)2]2, Pd[CH3 COCH=C 
(O-) CH3] 2, etc. are mentioned preferably. Pd (OAc)2 and Pd (OCOCF3)2 are mentioned more preferably. 
The amount of the metallic compounds used used for this reaction is a 0.001 - 3 time mol to the compound 
of a general formula [1], or its salt, and is 0.01 - equimolar preferably. Moreover, although all the things 
usually used are contained as an oxidizer used if needed, a copper(II) chloride, copper acetate (II), a 
manganese dioxide (IV), potassium peroxodisulfate, perchloric acid, a silver chloride (I), silver acetate (I), a 
benzoquinone, etc. are mentioned, a copper(II) chloride, copper acetate (II), and a manganese dioxide (IV) 
are mentioned, and a manganese dioxide (IV) is mentioned more preferably, for example. Moreover, in the 
manufacturing method of this invention, although an oxidizer is used if needed, its approach of using an 
oxidizer is desirable. The amount of the oxidizer used used if needed is a 0.001 - 10 time mol to the 
compound of a general formula [1], or its salt, and is a 0.01 - 3 time mol preferably. Under a carbon 
monoxide ambient atmosphere, this reaction may be pressurized and carried out to 200 atmospheric 
pressures if needed, although what is necessary is just to carry out by ordinary pressure. What is necessary is 
just to usually carry out preferably 20-200 degrees C of this reaction at 50-120 degrees C for 10 minutes to 
24 hours. 

[0017] The compound of a [manufacturing method 2] general formula [2] or its salt can be manufactured 
from the compound of a general formula [1], or its salt by the root of the following manufacturing method 2 
which goes via the metal complex of a general formula [3]. 
[Formula 2] 
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"Rl, R2, R3, R4, M, Y 5 and X mean the same semantics as the above among a formula." 
[0018] (1) The metal complex of the process general formula [3] of the metal complex of a general formula 
[3] can be manufactured by making the compound of a general formula [1], or its salt react with metallic 
compounds. As a solvent used for this reaction, for a reaction, that what is necessary is just what is not bad 
influence ****** f or example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; ~ 
halogenated hydrocarbon [, such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, 
such as 1 and 2-dimethoxyethane and dioxane; Benzene, Toluene And aromatic hydrocarbon [, such as a 
xylene, ]; Nitril, such as organic-acids [, such as an acetic acid and trifluoroacetic acid, ]; and an acetonitrile, 
is mentioned, sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, such as N.N-dimethylformamide, ]; — 
ester [, such as ethyl acetate, ]; — these solvents You may mix and use it. Moreover, as metallic compounds 
used for this reaction, Pd (OAc)2, Pd (OCOCF3)2, etc. are mentioned, and that amount used should just be 
more than equimolar to the compound of a general formula [1], or its salt, for example. What is necessary is 
just to usually carry out this reaction at 0-150 degrees C for 10 minutes to 24 hours. Moreover, the metal 
complex of the general formula [3] obtained at this reaction may be used for the next reaction, without 
isolating. 

[0019] (2) The compound of a general formula [2], the compound of the process general formula [2] of the 
salt, or its salt can be manufactured by making the metal complex of a general formula [3] react with a 
carbon monoxide. As a solvent used for this reaction, for a reaction, that what is necessary is just what is not 
bad influence ****** for example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; — 
halogenated hydrocarbon [, such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, 
such as 1 and 2-dimethoxyethane and dioxane; Benzene, Toluene and aromatic hydrocarbon [, such as a 
xylene, ]; — sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, such as N.N-dimethylformamide, ]; — 
ester [, such as ethyl acetate, ]; — organic-acids [, such as an acetic acid and trifluoroacetic acid, ]; — a 
methanol And nitril, such as alcohols [, such as ethanol ]; and an acetonitrile, is mentioned, and these 
solvents may be mixed and used. What is necessary is just to usually carry out this reaction at 0-1 50 degrees 
C for 10 minutes to 24 hours. Under a carbon monoxide ambient atmosphere, this reaction may be 
pressurized and carried out to 200 atmospheric pressures if needed, although what is necessary is just to 
carry out by ordinary pressure. 

[0020] The compound of a [manufacturing method 3] general formula [2] or its salt can be manufactured 
from the compound of a general formula [1], or its salt by the root of the following manufacturing method 3 
which goes via a general formula [4] and the metal complex of [5]. 
[Formula 3] 
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"Rl, R2, R3, R4, M, X, and Z have the same semantics as the above among a formula." 
[0021] (1) The metal complex of the process general formula [4] of the metal complex of a general formula 
[4] can be manufactured by making the compound of a general formula [1], or its salt react with metallic 
compounds. As a solvent used for this reaction, for a reaction, that what is necessary is just what is not bad 
influence ****** for example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; — 
halogenated hydrocarbon [, such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, 
such as 1 and 2-dimethoxyethane and dioxane; Benzene, Toluene and aromatic hydrocarbon [, such as a 
xylene, ]; - sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, such as N.N-dimethylformamide, ]; ~ 
ester [, such as ethyl acetate, ]; — organic-acids [, such as an acetic acid and trifluoroacetic acid, ]; — a 
methanol And nitril, such as alcohols [, such as ethanol ]; and an acetonitrile, is mentioned, and these 
solvents may be mixed and used. As metallic compounds used for this reaction, Pd (OAc)2, Pd (OCOCF3)2, 
PdC12, PtC12, etc. are mentioned, and that amount used should just be more than equimolar to the compound 
of a general formula [1], or its salt, for example. What is necessary is just to usually carry out this reaction at 
0-150 degrees C for 10 minutes to 24 hours. Moreover, the metal complex of the general formula [4] 
obtained at this reaction may be used for the next reaction as it is, without isolating. 

[0022] (2) The compound of the process general formula [5] of the metal complex of a general formula [5] 
can be manufactured by making the metal complex of a general formula [4] react with silver salt. As a 
solvent used for this reaction, for a reaction, that what is necessary is just what is not bad influence ****** 
for example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; — halogenated hydrocarbon [, 
such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, such as 1 and 2- 
dimethoxyethane and dioxane; Benzene, Toluene And aromatic hydrocarbon [, such as a xylene, ]; Nitril, 
acetones, etc., such as an acetonitrile, are mentioned, sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, 
such as N.N-dimethylformamide, ]; — ester [, such as ethyl acetate, ]; — organic-acids [, such as an acetic 
acid and trifluoroacetic acid ]; — these solvents You may mix and use it. Especially as silver salt used for 
this reaction, although not limited, tetrafluoroboric acid silver etc. is mentioned and that amount used should 
just be an equimolar - 3 time mol to the metal complex of a general formula [4], for example. What is 
necessary is just to usually carry out this reaction at 0-150 degrees C for 10 minutes to 48 hours. Moreover, 
the compound of the general formula [5] obtained at this reaction may be used for the next reaction as it is, 
without isolating. 

[0023] (3) The compound of a general formula [2], the compound of the process general formula [2] of the 
salt, or its salt can be manufactured by making the metal complex of a general formula [5] react with a 
carbon monoxide. As a solvent used for this reaction, for a reaction, that what is necessary is just what is not 
bad influence ****** for example aliphatic hydrocarbon [, such as n-hexane and a cyclohexane, ]; — 
halogenated hydrocarbon [, such as a methylene chloride and chloroform, ]; — a tetrahydrofuran — Ether, 
such as 1 and 2-dimethoxyethane and dioxane; Benzene, Toluene and aromatic hydrocarbon [, such as a 
xylene, ]; - sulfoxides [, such as dimethyl sulfoxide, ]; — amides [, such as N.N-dimethylformamide, ]; — 
ester [, such as ethyl acetate, ]; — organic-acids [, such as an acetic acid and trifluoroacetic acid, ]; — a 
methanol And nitril, such as alcohols [, such as ethanol ]; and an acetonitrile, is mentioned, and these 
solvents may be mixed and used. What is necessary is just to usually carry out this reaction at 0-150 degrees 
C for 10 minutes to 24 hours. Under a carbon monoxide ambient atmosphere, this reaction may be 
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pressurized and carried out to 200 atmospheric pressures if needed, although what is necessary is just to 
carry out by ordinary pressure. 

[0024] In the above-mentioned manufacturing methods 1, 2, and 3, a general formula [1] and the compound 
of [2] can also be made into a salt, and can mention the salt in basic groups, such as an amino group usually 
known, as those salts. As a salt in a basic group, a salt with sulfonic acids, such as salt [ with organic 
carboxylic acids, such as a salt; tartaric acid with mineral acids, such as a hydrochloric acid, a hydrobromic 
acid and a sulfuric acid, a formic acid, a lactic acid, a citric acid, a trichloroacetic acid, and trifluoroacetic 
acid ]; and methansulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid, a mesitylene sulfonic acid, 
and a naphthalene sulfonic acid, etc. can be mentioned, for example. 

[0025] In the above-mentioned manufacturing methods 1, 2, and 3, the compound of a general formula [2] 
or its salt can carry out deprotection to the 57th volume (Journal of Organic Chemistry) of journal OBU 
organic chemistry, No. 23, the 6239th term - the 6256th term (1992) according to the approach of a 
publication, and, subsequently can lead it to the quinolone derivative represented T-381 1 or its salt 
according to an approach given in JP,1 1-269 179, A. Furthermore, after performing deprotection, a new 
amino protective group may be introduced if needed. Moreover, the compound of the obtained general 
formula [2] or its salt may be used for the next reaction as it is, without isolating. 

[0026] Next, although the example of reference and an example explain the manufacturing method of this 
invention, this invention is not limited to these. In addition, all the mixing ratios in an eluate are capacity 
factors. Moreover, silica gel BW-127ZH (the Fuji SHIRISHIA chemistry company make) was used for the 
support in a column chromatography. 
[Example] 

[0027] Example of reference lR-(+)-l-(4-BUROMO phenyl) ethylamine and 2.36g of hydrochlorides were 
dissolved in ethanol 20mL, triethylamine 2.09mL, 37% formalin water 2.25mL and 1, and 3-dimethylurea 
1 .06g was added, and it flowed back for 4 hours. After cooling a reaction mixture to a room temperature, 
ethyl acetate and water were added and the organic layer was isolated preparatively. The solvent was 
distilled off for the obtained organic layer under reduced pressure after desiccation with sulfuric anhydride 
magnesium. A silica gel column chromatography [eluate; ethyl-acetate:methanol =10:1] refines the obtained 
residue, and it is 5-[(lR) -l-(4-BUROMO phenyl) ethyl]-! and 3-dimethyl. -1,3, and 5-thoria JINAN-2-ON 
2.34g was obtained. (75% of yield) 

NMR(CDC13) delta value: 1.36 (3H, d, J= 6.6Hz), 2.81 (6H, s), 3.9-4.2 (5H, m), 7.20 (2H, d, J= 8.6Hz), 
7.47 (2H, d, J= 8.6Hz) [0028] Example 15-[(1R) -l-(4-BUROMO phenyl) ethyl]-l, 3-dimethyl -1,3, and 5- 
thoria JINAN-2-ON 0.28g was dissolved in acetic-acid 5mL, 0.60g [ of manganese dioxides ] and acetic- 
acid palladium 20mg was added, and it agitated at 70 degrees C under the carbon monoxide ambient 
atmosphere for 7 hours. After carrying out cerite filtration of the reaction mixture, ethyl acetate and water 
were added and agitated to filtrate, and subsequently, the sodium carbonate was added and it adjusted to 
pH9. After filtering out insoluble matter, the organic layer was isolated preparatively and the solvent was 
distilled off under reduced pressure after desiccation with sulfuric anhydride magnesium, the obtained 
residue — a silica gel column chromatography [eluate; chloroform-methanol =30:1] — refining — N- {-- 
[(lR)-5-BUROMO-l-methyl-3-oxo-l and 3-dihydro-2H- iso - indole-2-IRU] methyl}-N and N'- 
dimethylurea 0.1 5g was obtained. (52% of yield) 

NMR(CDC13) delta value: 1.57 (3H, d, J= 6.8Hz), 2.82 (3H, d, J= 4.6Hz) 3.01 (3H, s), 4.5-4.8 (1H, m), 4.9- 
5.4 (2H, m), 7.31 (1H, d, J= 7.8Hz), 7.69 (1H, dd, J= 1.7, 7.8Hz), 7.97 (1H, d, J= 1.7Hz) [0029] Example 
25-[(lR) -l-(4-BUROMO phenyl) ethyl]- 1, 3-dimethyl -1,3, and 5-thoria JINAN-2-ON 0.3 lg was 
dissolved in acetic- acid 5mL, and 0.60g [ of manganese dioxides ] and acetic- acid palladium 22mg was 
added, and the bottom of a carbon monoxide ambient atmosphere, and after agitating at 70 degrees C for 3 
hours, water 5mL and 2.0g of ammonium chlorides were added, and it flowed back for 5 hours. After 
carrying out cerite filtration of the reaction mixture, ethyl acetate and water were added and agitated to 
filtrate, and subsequently, the sodium carbonate was added and it adjusted to pH9. After filtering out 
insoluble matter, the organic layer was isolated preparatively and the solvent was distilled off under reduced 
pressure after desiccation with sulfuric anhydride magnesium, the obtained residue — a silica gel column 
chromatography [eluate; hexane: ethyl-acetate =1:1] — refining — the (3R)-6-BUROMO-3-methyl -2 and 3- 
dihydro -lH-iso indole- 1 -ON 42mg was obtained. (18% of yield) 

NMR(CDC13) delta value: 1.49 (3H, d, J= 6.8Hz), 4.5-4.9 (1H, m), 7.31 (1H, d, J= 7.8Hz), 7.69 (1H, dd, J= 
1.7, 7.8Hz), 7.96 (1H, d, J= 1.7Hz) [0030] Example 3R-(+)-l-(4-BUROMO phenyl) ethylamine 0.1 Og was 
dissolved in acetonitrile lOmL, acetic-acid palladium 0.1 lg was added, and it flowed back for 5 hours. After 
having added sulfuric anhydride magnesium after cooling a reaction mixture, agitating for 20 minutes at the 
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room temperature and filtering out insoluble matter, the solvent was distilled off under reduced pressure. 
The obtained residue was separated by n-hexane and 0.1 4g of yellow solids was obtained. The 85mg of the 
above-mentioned solids was dissolved in methanol 2mL, and it agitated at the room temperature under the 
carbon monoxide ambient atmosphere for 23 hours. After adding ethyl acetate to a reaction mixture, 
insoluble matter was filtered out, and sequential washing was carried out in 1 mol/L hydrochloric acid, 
water, and a saturation sodium-hydrogencarbonate water solution. After drying the obtained organic layer 
with sulfuric anhydride magnesium, the solvent was distilled off under reduced pressure, the obtained 
residue — a silica gel column chromatography [eluate;n-hexane:ethyl-acetate =1 :2] ~ refining — the (3R)-6- 
BUROMO-3-methyl -2 and 3-dihydro -lH-iso indole-l-ON 14mg was obtained. (17% of yield) 
The physical-properties value of this compound was in agreement with the physical-properties value of the 
compound obtained in the example 2. 

[0031] The solvent was distilled off, after having dissolved example 4R-(+)-l-(4-BUROMO phenyl) 
ethylamine 0.40g in methanol 6mL 5 adding 0.1 8g of palladium chlorides and agitating for 3 hours. The 
solvent was distilled off, after having added acetone lOmL and 0.38g of tetrafluoroboric acid silver to the 
obtained residue, agitating at the room temperature under protection from light for 6 hours and filtering out 
insoluble matter. Ethyl acetate and water were added to the obtained residue, and 2 mol/L hydrochloric acid 
adjusted to pH2. The organic layer was isolated preparatively, it dried with sulfuric anhydride magnesium 
after washing with water, the solvent was distilled off under reduced pressure, and 0.41 g of brown oily 
matter was obtained. The 1 OOmg of the above-mentioned oily matter was dissolved in methanol 3mL, and it 
agitated at the room temperature under the carbon monoxide ambient atmosphere for 2 hours. After adding 
ethyl acetate to a reaction mixture, insoluble matter was filtered out and sequential washing of the filtrate 
was carried out with 1 mol/L hydrochloric acid and water, the bottom of the reduced pressure after drying 
the obtained organic layer with sulfuric anhydride magnesium » a solvent — distilling off - the (3R)-6- 
BUROMO-3 -methyl -2 and 3-dihydro -IH-iso indole-l-ON 30mg was obtained. (27% of yield) 
The physical-properties value of this compound was in agreement with the physical-properties value of the 
compound obtained in the example 2. 

[Effect of the Invention] This invention is useful as a industrial manufacturing method of an iso in DORON 
derivative useful as a manufacture raw material of the quinolone derivative represented by T-381 1 which is 
the useful antimicrobial agent which is an outstanding antimicrobial agent indicated by the international 
public presentation number WO 97/No. 29102, or its salt. 

[Translation done.] 
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ttftm%VtC z _sT;l^x;b*£ ; ^^PTJ^JHi 

F*>\ n-^P^+^>, ^V^Ptf^X n -:/F*:>\ 
>TV^h+t/, sec-^F^X tert-^F*X -^>^ 

* + S: £<DmWi 4> L < &*#&if«<D C , _ , a T Jl/ 

xh^^ n-^'P^X >f v^Ptf^X n-:/F 
*X -YV:/F*X sGc-^h+->, tert-^F^^fc 

•teF+X :/P^V^;k*-*X n-^^^>r;l/*^ 
X tV^p^;b^ + .>^iOillM«*/c^aiS«C 

T-feF*^5^k 7'P^W 
rt/^+^^k n A> bv^'p 20 

-f;M-*tof*Jk 1 -T-fe F^x^k l-:/p/s 
^;l^^>x^;k l -n-T/^y^i^+^x^ 
;k l - t'^p ^^^^v'x^^/jricDieiltti/c^ 

frMZ ; r;bp^^r;u*;uai^ fc<b;U;t ^ F* 
->y^;k xK^^k n-^ptf^^^k >fv 

n-:/F^>^^;k >fV:/F*^ 
?;k sec-:/ b^ri/J ^>>k tert-:/ F ^Jk ^ 

^^^y^Jk *#^M-=^>^*;k l-^F^>x 30 

^;k l-xF^>x^ l-n-7'Ci#+^x^k 
1 --fV:/P;J<^>x^k 1 -n-^h + ^x^^JS^ 

©KIM* £ /tte#t£iitKc * _ * 0 r >i p * s n 

[0 0 0 7] N.N'-^T^*^ W F»<b^, /c<t 
N,N'-^Wl/0\ N,N'-^x?>;l/^ 
U-f FteJ^N.N'-S^V^PbVI^tW F4;N, 

N,N '-vo^l^U-f F^f^k N ,N '-^x^ 1 ) 
k^F^Jk N,N *-^v:/PbVl/^k^ F^?- 40 
;k N t N' -^y^;i/^W Fxf^tei^N ,N'- 
v>x^;U^ W Fx^;l/&£cDN ,N 9 -*JT)V*)W U 

[0 00 8] TWJf>Iitt v fc<h;l«, x^y^r 
> % n-T'P b* 'J f >fe J:[>V y 7'P f 'J f >ft i:(DC 
1-1. ; fiftT^3^^^;I/^j«i 

;k n-:/p#+->#;UxKx;k ^y^p^^*- 
;k n-^F^^Ul^x^k ^y^ht^jl/^xjK 
sec-^F+^>^;l/#x;U v tert-^ h * >";*7>U/*'x;kte 50 
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««C t . s T^:a*$/-CO-S* ; <g»7Jl/*;!,T$ 

;l/T^A isx-T-jlT * A J ^;bx^;l/T 5 A is 7' 
af^r^y, ^^7$yfciO'^>f^7 5y 

Far7vx;k b'ay;k b'py^x;k tr^yy 
;k b^^x;k b*^/y;k Wis 

;k t*y^^x;k WJx;K y :^;k 

^tFP + ^y^k yt FpW y;u, 
yt>x;l/ x f F7bFa + yjx;K fh^bFn 

-fy + yy^k +^^y ^x;u N ^r^/y;k f F5 
yy;k ?7y77y*. bay^k ^^7yx 
;k -fsyyyy^ b^yyxik f^^/y^x 

;k ^yx;k ^>^7y;bfcJ:^Fy7^yx;H 

^n^rfecfc^3«-8«^ v M&m&tcizmmm<D 

*fctt*n6<D«f^SH, fciitf, ^-^-fe^xjl/, ^x 
^?x;l/ v T-if^v^x;i/ v y y;U, fpy;k ^xxjl/, 

yy^k jy^TW^ b*py^x;k -oy^^x 
;k <>7?"77y;K b'y^b, +^y;b, b*y^^ 
xjk WJ^k wjy v b'^y>>^ % 

e/x;k b'uy>?yx;K bxyyyx;^ -^^*y*b F 

p F yy>>x;k Fyr^^-^xjk >>b fp+^x 

T*F^b FP^^x;UfcJ:OV^ ^yy^x^S 
[0010] yS^DHBRT^+^T ^ ^1<D7 

ffluwa-r^Toai***. *tt*a. F'^ppxf 

+>>^7;l/#x;i/, h y yo^x F *^>2/;l/;Kx;k ^> 
^i/^+->y7;u^x;u, p-x f p^>^;i/^^->^;b^ 

Fy-)^PPT-te^k FV7;l/*07W 
;k ^^x;UT-fe^;U, 5fc;l^;k T*fe^JU, ^OV-f 
;k tert-T^;U*+^^7;U7Kx;l/ v tert-^ b^riyi^JV 
*'x;U, MF^>^Wt^Mx;K 3,4 
-s^y F^->^>^;U^+->^7;l/^x;U, 4- (^^x 
ji^t >0 ^>^;u^+->^;i/^x;i/, 2-^;b^y;i/3f 
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^>#;Utf^;k i/7*^)lS F+v^Utf^k 1, 
;l/#\^;k 7 £ D -Ok *#f~;k T^~Jk D-fS' 

;k l -r#-?>?)\'**ri''Jy)i#—)i. 8-+^yji 

S ; ^>^yf r >, 2-kFn + ^>^'jf>, 2- 

l -^^^;u^^u>^£<Dr;b-fi^r;t'^ y 
x>S ; 3 - 1 Fu^^>- 4 - fc*ysy;i^^b 
sasRSJiBawriu^i;^*; s^n^^y* 5 :^ 

2 ~x h+->^;l/rK-;u^^n^^>'y-r>, 2-xF 

o^>>yf>fc<tO'3 ,3 ->^^t/-5 + 
^P^^'jf>4^©>'^n7^yf>l; >>:7* 20 
^;l,^x^y;bfcj:D f ^>^^^x^y;l/^£(D> ? T 
y-;i/-*> u< tt^r;i/-<B3Rr;i/*^x?M;;i/S ; 

5-^^-2-**V-2H- 1 9 3-i?**V->l 

1 ,3 -VJ^fr- 1 ,3 ,5 - F VTisi-s~)l>tj;£<D 
dfiHRKaRBsOE ; ft fccttc v y y y ;bft £©g 
y ;H6 e>n -So 

[0 0 11] *;^i/;l/§iSiLt», iff<D*;b 

;k l , l -^?;^oe;k ^^;ufcJ:^tert-^^ 
y-;l/S ; ^>Sy;k ^7 F p- 

;k p-^a^^>v r ^;u^^;ufc<fc^V-^^>^^* ; - 
;l^>*/-f ;k* 5^uft i'(D7^;l/-fiM7^+;H ; 2 
-f F7t FPt7^W[>'2 -fF7t F077^ 
^&£©£B»tfiR«tSe» ; 2 ,2 ,2 - h y ^PPx^ 40 
;^<!:CD^P^V-ffi^T^+;U»; 2- (F 1 ^^ 
> y ;W x £©<K«y ^ y ^ - fii7JK 
; y-fe F*W3^k ^pfc;^^;i/^+->y *;i/*5 

^t^fti'CD^^P7il/+JH ; y F*Vjrf^Jk ^ 
ht^xht^^i/fcj;^2- ( h y^ ^;u^>y;i/) 
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^ x ? ^-^ £(DT y - ;i/ ^ * - {BMT 
S; 1 , 1 -zy^^)V-2 -^p-^Jk 3-^;l/- 

6OTCF yy*Jl/^y;k F'Jx^>'j;k F»;^v 
7'dt»'JJk yX^Wv^Pf^ y Jk tert- 
:/^l/*x>>< ^JUv' y ;k tert-:/^;^ "7 * ^.;k> y 
;k ^^x^l/^^^^y^fc<t^tert-^^;b^ F + 
^ ~;u*y y tcDBSS^ y 6ft 

[0012] fc FP*S/;i/«BBI4 UTB, «Sr©fc F 

/c£*tt, ^>^l^*5>#;l/#~;k 4-^fp 
^>^;l/^+^#;l^~;k 4-^P^>^^y 

3 ,4 F+^^>^;u^+^;U5Pr.;k ^F* 

$/*7JU#— Jk xF+vW^K tert-^F+^^7 
;l/#\x;k 1 ,1 - ^f;l/7*P^+^^^x;|/ s ^ 
y^Pd<^^;U^;k -/ v^^l/**^*-rt/#^. 
;k ^7x^MH^yM^;k 2,2,2- Fy^ 
PPxh+yM#x^ 2 ,2 ,2 - HJ^P^x F* 
^#;i/tf\=-;k 2 - ( F 'J^?;k>y;l/) xh^y^ 
#^;k 2- x F + S/^M^ 

;k 2- (F'J7xx;l/*x*xt) xF+yM^ 
;k 2-y)Uy i))1**z/Jj)VtF~)1^ i -r#v>^ 
ju^t^i^-ik tf~jt/:**^#;i/#~Jk yy;t< 

S -^<>^;l/^^^;b^-;l/ s 4- 
xF+y- 1 - t7 W+y^WxjK 3-^1; 
;l/^+>'^7^\x.;i/ % T-fe^Jk ^oart 
^^PP7tf;K Fy^PPT-fe^k F'j7 
WP7i2f;K ^FtmfJk 7xy+y7t^ 

;k tert-:/^k 2 ,2 ,2 - F y ^PPxf;l/fcJ:[>' 
2 - F y y y ;Ux^;bft £cog^ffi®T;l/+;l/ 
S ; ry^fticDffi^T^^^^a ; ^>^>>k p-^ h 
+->-<>>>;k 3 ,4 -V* F+Sy^>Sy;l/, s^^x^ 
;i/^^;i^*5j:(y<F y ^;^cCi'07;i/7W;H ; t^F^ 
tFP7'J;k f F7tFPb7x;l/toj;^rF7t F 

p ^ * tr y £<D^mmte<£&^ffimw.mm&M ; 

yF+y^fik <y>?W+yy 
2-^ F+5/xF + yyf;k 2,2,2- Fy^ 
ppxF+yyf;K 2- ( F y j**)IZs y xF + 
^;k 1 - xF+yx^WO' 1 -y 1 - 

y F+^x^^ft£OffimT;U1f*^-teJ:C>*ffiMT^ 

F^x>X;b^^;l/ft^cD^T^+;U-fccfcC>*Ty- 
; &€>Wc F y ^ ^;USy y Jb, F y x 
^;l/>>y;l/, F y-f VT'Pf^^k ^xf;MV7' 
pf;^>y;k tert-^^;ueyy y tert-^^ 1 
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[00 1 3] R 2 fccfcO'R 3 ©T^+;b*. R 2 
R 3 ^-SgKfro/cT^+yf^a&^WtR 2 fcitf 
R 3 A^SIHC^^^L-C. SSg-T-S^M-^iifc 

iwm? z> mm £ tt^ssfn© 3 ~ 8 m<Dmm& <t>u< 

)l>>r~)\,m : Y©T-te£ hS ; Z©T-te£ F»©g&» 
S> 7->t'#^.»l':t*>'«. WV-r> FP-Jl'S* N, 

±©s-cr 2 . r 3 fc^o'R 4 ©&g&a#;*e>fc:g& 
[0014] *^©^^fc*sc>r . t < ». R 

2 *J<fcO'R 3 |5l-$fc«^o-C. *3?iJIW\ <gi& 
T^^^mttcitR 1 fciO'R 3 -*g{c£c-?Tg& 
$nTUtat,^+yf>IfeO<BR 2 teil>'R 

tc j&sw zmuztc ittrnmoste ? nr i » r & j; t, > 3 

- 8 ft<DijiSt5£ L < U^n^rattXB&i&tfglCf 
<E>ft£„ 3 6K»iKtt. R 2 *Jcty*R 3 151— £ 
fctt^&oT. * xf;H, R 2 fcJ;0*R 

3 — ;ltK&^Tg&SftT^T&J:c>TJi'*yT r > 

g& s nr & j: i> 3 ~ 8 moMm^h o < tt-SsS 

N ,N , -J?7*+* F 'J TS^J- -/ 6n-S„ 
$ 6(C— MVf $ L< «. N ,N • - i>jt F V7isj~ ; 

z.)\,m&m-fh*\&. ztc »gt,<» v r* # v 

n~;HB J;tfT;i^-;uK&mcN ,N *- i>7;^JW 

w F7;u^us#we>ft> $^{c»*u<« > 

Fy*;uS*iW6ttS. J;056tcwsu< 
a. aiwf^ti, j:o$?£l<«> j^^vo^am 
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< tt. 7 ?SgM^Tg&i*4a-C<,>TfcJ;(,>7-k* FS# 
|tf?>n, £9 I, <«T-fe* Y^mihH 

7 ^^Jl^-Cg^StiT^rfect^T-b^ F»*splf 6 
[0015] ^SC. ^BJODSfjS^SfC-o^rtftH^-r 

io imtm i ] 

[SCl ] 




[11 [2] 



ra*. R 1 , R 2 . R 3 . R'feiO'XB, ilHilHlD 

[0016] ( 1 ) [ 2 ] ©{tl^)$fc»-£©i& 

20 ©S^Sfe 

— M5£ [ 2 ] ©{b^*/c«-&©^«. — MS: [ 1 ] © 
6TJ/ctt^fiT(c-HtRS iSiSS # C i CC J; 

n-^+1f>*ictO'5>^P^*-9->^<!:©fliM 

ad y>jt^t*SS ; f h 7 1 Fa 7 7 1,2- 
i?^ h^^x$>*jcfcO*> ? ^-+-9->^i'©x-T->il'» ; 
30 ^>H2*>. h-»Ui>*5j;c>*+^b>!Si©7f^^t;7k 
mm : Z?J?-)l>X)\'**is F^£©x;u^+>- FW ; 
N ,N-lsjt?)\s*)VJ»7 5 Ftti'©T 5 FS : 

i©wtS^S ; fr^tfKT-k h - h y >vt£ t"o~ b v )V 
mttzifimihti. ctihommit. m&L-c&mv-c 

^i/gf. 7 * ~>i<mm. ^ 7 * ~)i>mm, i'j7i 

^. t Ka*->SlfS, 

^ji/^m^fccfco* f ';7;ito$ifi& 

>, F y-o-F y;u*X7 ^ >, p^^[l~6©T^+ 

>\*m%mTi> h y tji/^^x^ ^ >fc«t<>'^®t 1 - 
so 6©TJb+;us^wrs F yr;U3*^^7 -f >^i' 



11 

PdCCWc),. PdCU, Pd(PPh 3 ) 4 , PdCI, (PPh 3 ) 2 , Li 
,PdCI,. NajPdCl,. Pd(OCOCF 3 ) 2 . Pd[CH, C0CH=C(O-)C 
H, ]» . PtCl,. Co, (CO),. [Rh(OAc) 2 ] 2 . RhCI(PPh 3 ) 3 . R 
u 3 (C0) 12 &£"#W£>*1. £?£L/<fi. Pd(OAc) 2 . PdCO 
O0CF 3 ) 2 . PdCl, . Co, (CO), . [Rh(0\c) 2 ] 2 *5 J;c>'Pd[CH 3 C 
0CH=CCO-)CHi ] 2 ttiW^tl. iWSKSl PdCO 10 
Ac^tei^PdCOCOCFj^^tf^n-So C©&j£KH£ffl 
SniiWfc^ftOftJWB. -«SC [ 1 ] <Dit£M& 
tcit^<DmcMLX. 0.001~3^;U-C*>3, «F3U< 

«. o.oi-^^r^-So £/c, ^{cettffflsti 

jMbft (id . smm (id . nMb 

m, mm a) . <d fc^jyo 
#we>n. w^b<». «{ba5 (ii) . mm (id 

Hfbv>#> (iv) ifimihti, iOlfSK 20 

». — $fbv>#> (iv) 4s$tf ##£18 

fiy§3ft*BHCTJ©ttfl»tt. [ 1 ] <Dlt-£i®£ 

Mt'tomcMlyX. 0.001— lofjg^r^r-^O. JfSL/ 
< «0.0i~3(g*^r-*4 o C<DiSJt&W. — KfbK3R» 

ear. fitE-cjoirrntf ±i>*s. gwcftc. 200a 

ffi*r»Iffil/-clHtU-c*>J:i>. c©JSJ£«, iim. 20 

-200-0. U<«50-120-C-ClO»~24B#^ll)te-rn 
««fcl>. 30 
[0017] [SB&&2 ] [ 2 ] CDYfc^igj*/c« 

-nass [ 3 ] <D£mm#*:mm-?&,x<Dm&. 

j£2©A- MCJ:»). -fS&Z [ 1 ] <Dit^ttcU^<D 
[5£2] 




40 



[2] 



r^;*. R 1 . R 2 . R a . R* . M. Y*J<fcO*X«. 

[0018] ( 1 ) -aas: [ 3 ] <D&mmw<DM& 
-MS; [ 3 ] ©£Hi§f*«. -«5$ [ 1 ] (Dit&vtztc 50 
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- ^+-9- >fccfc Vis >? p-^-* >ft £©fliBfiJ&siHb*« 
m ; ^fb^u^^^PP^AAfc^^p-y'^b 
^b*tI;ff7bK077>. l,2-i^h^> 
x£>fc<£c>*i^*1f>&£©x-7^U$I ; ^>-fe'>. 

*;UAT 5 Ffc<*f©T 5 FIB : t^Kx^JH&i'OX^^ 

as ; h 7 **aa,«& £<ommmm ; & 

n. cne.oMu. rg^0TG6fflu-c £/c 

C©JgJS(C^ffl$tx4^ja{b^<bLT«. 
PdCOAOifcJ^PdCOCOCF,),, KZ&m-flitl^ -&©ffi/8 
SB. — «SC [ 1 ] <Dlt£®l£tctt?<Di&lCttLXm*: 

)WJ.±-C$>tili£iK C©S(B«. iim. o~i50°cno 

#~ 24B#ra^-rn«J:t> <> $/ c . c©J5fS-cf#6ttfc 
-usss [ 3 ] <D^mmmt. Mma-ricAvm&icm^ 

[0019] ( 2 ) [ 2 ] (Dit^mttcit^vm. 

[ 2 ] ©fb^J*/c«^olgti. —use [ 3 ] <d 

&mm& *-m<t&m ijsts? -s 4 c t «c j: 0 ^-r -s 

- >is J; ^> f a^^-y i'©fliJ»^{b*^ 
ffi ; ^{b^?^>*^ct^>*^'PP^^A^c < !;•o>'^pywb 
^b*S!R ; 7~ h^t KD7?>, l^-v'^h+t/ 

h;ux>fcj;c>-+">u>^£©^§^^b*^® ; i>y 
% J ; -)Vt£t(D7 'A3- JbS ; 

tcr -fe h x h i; A/j:i*©- h en. c 

ne»©^js«. jg^urffifflbrfc<t^ 0 c©j5fE». 
iim. o~i5o°c-cios— 24B#ra^«s-rn«cfcc^ c©s 

^fciSD. 2oo^j£S-cJnEEL.rlli6Lrfecfcc^ 
[0 02 0] [SB££3] [2 ] ©^b^»*/c« 

-e©ig». [4] fcjro* [5] CD&JKftgtt&gA 

•T4^©^&3©A-Kcj:0. [ 1 ] (Dit^ 

[^3] 



(8) 

13 

R 1 
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[S] 121 

r^tf. R 1 , R 2 . R 3 . R* . M. X*i<J;i>*Z{*. 



C002 H ( i ) -mg. 1 4 ] <D$tmmft<Dmm 
-ts&t [ 4 ] o&mmmz. 1 1 ] <oii&»*it 

«*©fc*&IJMfc£«j&Ki63-e*C £tc«fc OS^tt* 

J&fc»J5SM*$&l>k©r&n«J:<. fci^tS. n 20 

m ; i&itJ f- v >*j cfco'f p p a& £©;> p y Wb 

x£>:te<£c>*^*l7->fc£©x-7^l/ffi : ^>-tz>, 
F;l'X>*«fcc**i'U>fc£©7?#iS^t*JR» ; 'J* 
F&i*©*.^**^ FS ; H,H-*sjt s f-)\> 
*;l/ATS Kft£©7 5 FS; H&x^jl/&£'©.x;*-f 
: ffl£«*$«fccf h y 7 ;^PftS*i'©*«iSa ; ^ 
^-jMb^o'x^ y-^^ciOTJU^-^ffl ; &6t>' 
cc r -fe F - h y i"©- F y ;t/»& wfim-f h ti. c 30 

ffl^ft-S^JUb^Jil/Ttt. /c<b^.«, Pd(0Ac) 2 . Pd 
(0C0CF,),. PdCljfecfcO'PtClj^Ci^^tf -€-©fi6 
fflfitt. -UK [ 1 ] <Dit&®l£tcte*<DmcttL-cm 
*^fiUiT*ft«J:i>. c©Jgit«»ji^, o~i50°cno 

^•~248$p^siig-rn«j:i\ c©jgis-ri#e.n/c 
[4] o^smu, *»ef«:*©**^©s 

i o o 2 2 ] ( 2 ) -astse [ 5 ] (D&mmwomm 

— MSC [ 5 ] QMh&bit. [ 4 ] ©^Hlg^^rlK 40 

sisccttfflsnaftaiL-caL ra£tcsig«Kss& 

^u^+-y->^c<i:©fli«ft^^t*^ffl ; mts?\s>*5 
<£c*^PP*,M/A&£©^py>*bj^bfc3gSi ; f 
tFo77>, l ,2 -i^ F^>x2>fcj;c>*^:*-* 

v^t££(»ji&m%ivmm •. *j>* v-ji^k**^ f& 

£"©x;Ujt=+^ F® ; N,N-i^^ ^;l/*;l-A7 5 F&£'© 
T 5 Fffl ; Wif^fti'CiXfJH ; gtm* <fcc>' r 50 
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y7;b*Pi^&<!:©W*8®@I ; 7-te hx f yjl/fc£*© 

®^L,T^fflor4><fc^ 0 c©jg)S«c^ffl§n 

r77;i/:*P*^$fl&£^tf6;h, ^©{£ffl*«. 

-« [ 4 ] <D£mmmcttLTm*:)l^3{g*:)lTlSb 
ntf J;^„ C©St&«. 0~150*CriQ»~4aB#HI 

SBftffttf ctn„ $/c. c©JSJcB-cf#6n/c— ^ 
[5] ©jbi^Jtt. *(*-tt-r«c*©***©Sl6tcffli» 

[0 0 2 3 ] (3) [2 ] ©^b^5$/c«-e©JS 

©i£& 

-«5S [ 2 ] ©fb^#*/c&i*©JStt. -f&5£ [ 5 ] © 

fD(cMij^&(S2^(,^©r&n««f;<. n 
- >*?ct c>*:> * P-^*-y>& £©fllM^{b*^ 
S ; J&fb^u^lScktf^P^A&io^pywb 
ee<b**S ; T^r^fc Fa77>, l,2-t?^F*-> 
x^>fcj;o'i;^+tJ->f«c£-©i-f-;i'S ; -^>-fe*>. 
F;Ux>fcJ:0*+^U>^£©7?#^b*^a ; V* 
=f-)\,7,)\>-fc*ls F'fc £*©;*.«/#+-> Fffl ; n.n-J^ 
*;L-A7 5 F&£©7 5 F$l ; Mi^ai'Oi^f 

)m ; ffls«4B«tDf f y -yfrxummtz avmmm ■. * 

KT-feh-M) >>H5: £©x f y i*3ptf c 

ii^:. o~i5o' , CTio»~24B#pailife-rti«J;c^ c©s 

i&gfcjftt;. 2oomnt-cttiF£tT3l)^t-rfe<fc^ <) 
[ o o 2 4 ] ±ia©TOffi l . 2fc e fcj>'3(c*jt>r > - 
«K [ l ] fcJ:C>* [2] ©<b^«, <at1-5CifeT 

<t©^SttS«:*5W'5^PCf-5>Ci*5-c#-5, <> ^Stt 

cfco'^Aji'cDit^i©^ ; ; <mm. mm. 
>m. b y 9 p p^fc <fc o* f y 7 * * p £ ©w 

tS^7;^">^i©^; i&e.Wcy ^>X;P*>^. 
•fe*>XJl/^>^. p-F^x>x;U>f:>^. ^^?b>^ 
rt/tfOSMSct 0*^*7 ^ U>X;l/^>^^c£©^jb^>K 

[0 02 5] _h!B©gfjg& 1 . 2 fccfcO'3 CCfcOT . - 
[2] ©{b^Ji/cti^©^*. ict^U, + - 
• * rf • * — -j r7 • -7" 5 X h y - ( Journal of 
Organic Chemistry) ^573£. ^23#, ^62395S~^62 
5631 (1992*P) CCfS*g©73^{C^l\ Ui^Bl^tf^. ^ 
iRFPBTll-269179^(CietS©^5cSe 

C^, T-38n^cf^3n-S+^P>SI^$/c«-e©^(c 
m< C£*i-C#-5„ K«K*tT-»fc«. ^(C 

tSO. !W/c£T5^«g^©39A£??oTfcJ:0„ $ 
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tc, {#e>*ifc-$5£ [2] oxt-smztdcz^vrnz, m 
coo26] wc*&Bji<D3mmzmnmi5£vmmw 

/Co 

[0 02 7] ##0d 1 

R- ( + ) -1- (4 l^7i> 
•&^2.36g£x£y-JU20mLtC?§8?;5-a\ h'jl^ 
;l/T5>2.09mL, 37%^;l/V; >7K2.25mL*iJ;0' l ,3- 

$;|^ti^: y^y-;l/=io: l] T?flHHU 5- 
[ ( 1 R) - 1 - (4-^7i^*) x^Jl/] - 
1 ,3 -t?jt*ti,- 1 ,3 ,5 - h 'J7yt>-2-t> 
2.34g£f#fc„ (lR^75%) 

NMR(CDCI 3 )SfiI: 1.36(3H,d,3=6.6Hz), 2.81(6H,s), 3. 
9-4.2(5H,m), 7.20(2H,d,3=8.6Hz) , 7.47(2H,d, J=8.6H 
z) 

[0028] mMM 1 

5- [ ( 1 R) - 1 - (4-^P*7x-Jl/) x=Fjb] 

- 1 ,3-S»^*- 1 ,3 ,5- F !»7J?t>-2-* 
>0.28g£ffl&5mL{CgSfl?Si2\ H®Mb-7>#>0.60g 
fcJcE^Bt^^AMntffeJD*.. — MfUSBRKIlIftl 

*^-JU = 30: 1] rffiKU N- { [ (1 
R) -5--/n^r- i -y^u-3-*+v- 1 ,3-V> 
t Fcr-2H--ry-f>F-;u-2-^iH - 

N,N , -^y?-;U>)l'T0.15g£f#/c„ (lR^52%) 
M^CCDClO^ffi: 1.57(3H,d,3=6.8Hz), 2 .82(3H,d,3=4. 
6HZ), 3.01(3H,s), 4.5-4.8(lH,m), 4.9-5.4(2H,m) , 7. 
3lClH,d,3=7.8Hz), 7.69(lH,dd,3=1.7,7.8Hz), 7.97(1 
H,d,3=1.7Hz) 
[0029] mMM2 

5- [ ( 1 R) - 1 - (4-7ot7i^;b) x^jU] 

- 1 1 ,3 ,5- h<)Ti>i-^-2-* 
>0.31g%gm5nL< l cmt&3ii, — ^b-7>**>0.60g 
*ScfcC>mm^7i>^A22irq?rJjn^ l -®fb^#R#B» 
T> 70-C-C3^Pfl«ffO/c^> 7k5mL*s<fcDHfi{bT>* 



(9) ^P32 0 0 1 -3 28 97 9 
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-fh*iOfc«. j&^cg^x*;MeJ;t>'7k£fln;L. » 
#U ©e^T" h A^rftlx. pH9(CHS0 

$ ; ^+1t> : |»if*=i: l] till. (3R) 
-6 - ^a*-3-^^;u-2 ,3-ytKD-lH-^ 
V-f> K— Jb— 1 -:*>42mg£W/c, ) (lR^18%) 
10 l*R(CDCI 3 )Sffi: 1.49(3H,d,3=6.8Hz), 4. 5-4.9(lH,m) , 
7.31(lH,d,3=7.8Hz), 7. 69(0JH,dd, 3=1. 7,7.8Hz) , 7.96 
(lH,d,J=1.7Hz) 

[0030] mmm3 

R- (+) - 1 - (4-7M7ix;b) If;b7 5> 
0. 10g £ T -fe h ~ h 'J ;H0mLfC?§&? 3 ti\ ifc&>^ ^ 9 
Ao.iig^fln*.. sNFraSiiSt/c gj£S£<ft&&£l 

6ftfc»B*J*n — ^-^riilRU 3f6W&50.14 
20 g£f#fc„ ±ie@?f^85mq^r^^>'-;l'2mL(C^$ 

-nt^isT, m.u-c2mmmnistc„ sib 

Zg^fC^x^^^Jnxfc^Kl^^^l/^ Unol 

*fUfcf£. «HETCCjB«*S*Ofc. f#P>tt/c£tB1&* 
j/y*y;b*7Aj'n-7hi'77^- HEMBft: n — * 
**>:i»x^ = i:2] TflltlL. <3R)-6- 

^a^e- 3 -^^-ii/ -2 ,3-yt Fu-iH--/v-f> 

K-JU- 1 -^>14mq«rf#fc„ (JRS?17%) 

[0031] mmm* 

R- ( + ) - 1 - ( 4 -7D*7xiJl/) iW7S> 
0.40g£^ £y~^6rnLtC?gJi¥3t»\ ftl^fc^^y^AO.l 
8sr 3»#nn!»*t,fc«. *6«*BSLfc. 

fcg£B$«tT-fe h >iomL*j <fc tf-r h -7 u*vm$& 

is&^Lfcf^ ^«%a*bfc 0 f#6n/c^ia^«:^x 

ft. ±ffittt^J100mg*y 2 S-Jl3mLlCi&M£-tt. —ffi. 

mwx-?)v*mz.ft'&, ^F^*a*u. at^imoVL 

(3R) - 6 -T'P^r- 3 2 ,3 -i?t Ko 
- 1 H- -f V -Y > F— 1 - * >30tnq?rf#fc„ (lR^2 
7%) 

50 *{k^5©%1±fil«. ||]Si^l2-Cff64l7c{b^J©^Jtt 



(10) ^2 001-328979 
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£ ft S &ft rctnlSfrJ-C* £ WfflfcSxMSiJ-C A St-38 rtfflt$)J„ 



